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Attn: Section 8(e) Coordinator (CAP Agreement)

This submission is being made pursuant to the TSCA Section 8(e) Compliance Audit
Program and the terms of CAP Agreement # 8ECAP-0003. This report discharges our
Company obligation to report the attached data under TSCR Section 8(e). The filing of
these studies does not indicate that we agree that "substantial risk" exists. We are
following the agency’s guidance and the terms of the CAP agreement, but we expressly
disclaim that the filings reflect a decision that these materials pose any significant
human or environmental safety risks.

The material identified in the attached report as K0316.01 is a confidential mixture.
The composition of the mixture is appended as Attachment 1. The report is titled
“Acute Oral Toxicity Study in Albino Rats with K0316.01”. Any correspondence relating
to this submission should reference study # 1201-27807.

The attached study report indicates oral administration of the test material resulted
in pharmacotoxic signs including ataxia, lethargy, and inactivity following oral
administration of 6.0 and 7.4 g/kg of the test material. No significant clinical signs
were observed in groups dosed 3.2 and 4.6 g/kg. The acute oral 1LDsp was determined to
be >7.4 g/kg.

We do not believe findings in this report reasonably support a conclusion of
substantial risk to human health or the environment. Nevertheless, we are submitting
this report to discharge any potential liability under TSCA Section 8(e).

To our knowledge, this report has not been the subject of a prior submission to EPA
under the provisions of TSCA.

The specific chemical constituents and percentage composition of this mixture is
claimed as confidential business information. A sanitized version of this submission
containing generic chemical names has been included as part of this submission.
Answers to the seven gquestions required to substantiate this claim of confidentiality
are provided below:

1. Confidentiality of the chemical constituents and their percentages should be
maintained indefinitely. There are no plans for this information to be otherwise
disclosed, and this technclogy has significant commercial value.

2. To our knowledge, there have been no government confidentiality determinations
made for this mixture.

3. The specific chemical identity and exact proportions of the constituents of this
mixture have not been disclosed outside the Company. There are no plans to
disclose publicly the exact composition of this mixture at any time in the
future.
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4. Measures for protection of the compositional information include “need to know”
internal restriction within the Company. An internal code is used to protect the
identity of the material. Information is maintained in locked files. Employees

" leaving the Company are contractually bound not to disclose Company secrets.

5. The exact composition of this mixture has not appeared in advertising or
promotional literature, MSD sheets, any publications or any other media available
to the general public or competitors.

6. Disclosure of the information claimed as CBI would result in substantial harm to
the Company’s competitive position. This formula provides an important
commercial opportunity for a competitor. Knowledge of the exact composition of
this mixture could enable a competitor to duplicate the formula without R&D cost,
thus providing an unfair competitive disadvantage to the Procter & Gamble
Company. Development of this formula required many technically trained
personnel, hundreds of hours of research and development, and significant capital
investment valued in aggregate at . Any competitor
would normally be required to make a similar investment to duplicate the formula.
Disclosure of this information would allow a competitor to duplicate the formula
without incurring significant R&D costs, thus doing substantial harm to our
competitive position.

7. The information we have identified as confidential is not health or safety data.
Any questions concerning this submission, may be directed to me at (513) 627-5551.

Sincerely,

PROCTER AND GAMBLE COMPANY

\

Richard H. Hall, Ph.D.

Manager

Regulatory' & Government Affairs
The Procter & Gamble Company
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Acute Oral Toxicity Study in Albino Rats with K0316.01

Introduction:

A sample identified as Spic & Span L.C., M41C27R, K0316.01, was received from The
Procter & Gamble Company, Miami Valley Laboratories, Cincinnati, Ohio, Inc., for the
purpose of conducting acute toxicity studies. A glass jar containing the green liquid was
received on September 19, 1982. The test material and container weighed 1417.3 grams
and was stored at room temperature in a locked test compound cabinet.

Objective:

The objective of this study was to determine the toxicity and/or LD50 value of the
test material following a single oral dose to albino rats. Verbal study authorization was
received from The Procter & Gamble Company, Cincinnati, Ohio followed by a letter
.deted September 28, 1982. This study was conducted at the Cincinnati facilities of WIL
Research Labaratories, Inc.’ This report presents the results of that investigation from
the initiation date, September 20, 1982, to the termination date, September 27, 1982.
Procedure:

e Experimental Animalss _

Young adult abino rats of the Sprague Dawley CD® strain were employed as test
animals. On September 9, 1982, the rats were received from Charles River Breeding
Laboratories, Inc., Portage, Michigan and immediately placed in quarantine. They were
inspected for general health and suitability as test animals. The animals were randomly
placed in numbered cages (meales first) using a computer generated list of random
numbers. Each rat was sexed, weighed and permanently identified with an ear tag. A
card affixed to each cage also served for identification.

The rats were individually housed in wire-bottomed cages suspended above the cage
board that was changed three times a week. The animal room was lighted 12 hours each 3
day and room temperature and relative humidity were checked daily. Purina Certified 1
Rodent Chow 5002 and water were offered ad libitum, except during the 24 hour period
immediately prior to oral intubation when food was withheld. Immediately after dosing,
food was offered.

The rats were quarantined and acclimated to laboratory conditions for 11 days prior
to initiation of the study. Animals were observed twice daily during the quarantine
period. On the last day of the quarantine period (i.e. the day prior to initiation of
exposure to the test material) those animals judged to be suitable test subjects were

@ selected from the animal shipment and used for the study. Body weights were measured
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and they ranged from 175.3 to 231.9 grams. (All males were within protocol specified
weight range of 190-300 grams. Eight females were between 175.3 and 189.4 grams.)
Experimental Designe . .

This study used four dose levels of 3.2, 4.6, 6.0 and 7.4 g/kg with ten rats (5 males
and 5 females) each. The dose levels were based on a pivotal dose of 6.0 g/kg, the
estimated’ LDSD value. Mortality occurred in only one of the animals and the sponsor was
eontacted with these results. At the request of the client the study was terminiated on

day 7. -
Actual
Group Concentration Amount Dosed Dose Level
) ml/kg g/kg
1 Undiluted 2.88 3.2
2 Undiluted 4.14 4.6
3 Undiluted 5.40 6.0
4 Undiluted 6.66 T4

1 ml of test material weighed approximately 0.90 g.

Test Material Administration: .

c Individual dose amounts were calculated by using day 0 fasted body weights taken
prior to dosing. Mean body weights renged for males: 186.26 - 169.82 grams and for
females: 171.02 - 182.68 grams. The undiluted test material was measured in a plastic
disposable syringe and administered directly into the rat's stomach using a rubber catheter
and tubing adapter.

Body Weights:

All animals selected for the study were weighed on days -1 (pre-fast), 0 (exposure), 6
and 7 {termination). A final body weight was taken on the one animal found dead.
Observations and Mortality:

Each group was observed closely for gross signs of systemic toxicity and mortality at
frequent intervals during the day of dosing and at least twice daily thereafter for a total
of 8 days. Room conditions, as well as availability of ‘adequate food and water, were
checked and any noteworthy conditions recorded.

Calculation I..D50

The WIL computer program based on the techniques of Litchfield and Wilcoxon®

would be used to calculate the LD50 if adequate mortality was obtained.

1302 con

y
G alitenfield, J. J. and F. Wilcoxon, "A Simplified Method of Evaluation of Dose-Effect E
Experiments,” J. Pharm. and Exp. Ter., 99-113 (1943).
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Necropsy:

A gross necropsy was performed on the viscera] and thoracic cavities of the one
animal found dead. Al surviving animals were sacrificed by carbon dioxide inhalation. By
request of the client, no hecropsy was performed on them.

Results:

Body Weight Change Data

" Individual body weights, means and gains are presented in Tables 1 and 2. Mean body
weights for survivors increased at § days and were considered within normal limits.

Observations and Mortality:

On the day of dosing, all animals were observed at 0.50, 2.0 and 4.0 hours. Signs of
systemic toxicity were observed at only the 6.0 and 7.4 g/kg dose levels and first occurred
from .50 to 2 hours after dosing. A summary of clinica) observations by dose level is
presented below. Mortality indices are presented in Table 3.

On the day of dosing elinical signs consisted of the fo lowing:

Dose Level

3.2 g/kg No significant clinical observations (all animals).

4.6 g/kg No significant clinical observations (al} animals).

6.0 g/kg Slight to mild urine stains (1M and 1F).

74g/kg  Red material around the mouth (2M and 1F), slight lethargy (5M), slight
ataxia (SM and 1F), slight to mild salivation (2M), slight urine stains (1F).

On the days following dosing elinical signs consisted of the following:

Dose Level

3.2 g/kg No significant clinical observations (all animals),

4.6 g/kg No significant elinical observaticns (all animals),

6.0 g/kg Slight to moderate lethargy and inactivity (5M and SF), slight to moderate -
ataxia (SM and 5F), slight to mild ataxia (5M), red m. terial on forepaws, nose -
and chin (1M), mild to moderate urine stains (1M) and decreased defecation :

1 (1F). All males appeared normal by day 4 and all females by day 3. E

] 7.4 g/kg Slight to moderate lethargy and inactivity (3M and SF), slight to moderate ) 3

ataxia (SM and 1F), dried red material around the nose, chin.and on forepaws :

(131), decreased defecation (3M and 4F), no defecation (2M and 1F) and slight

to modérate urine stains (3M and 3F). All males appeared normal by day 5

. and all females by day 3. One female (3081) was found dead on day 2.
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Calculation of LDSO:

As mortality occurred only occurred in in one of the animeils at the 7.4 g/kg dose
level the LDsn could not be calculated. Instead a general statement was provided that
the LDSO was greater than the highest level dosed.

Summary:

When K0316.01 was administered orally at four dose levels of 3.2, 4.6, 6.0, and 7.4,
g/kg undiluted to four groups of ten albino rats (5 male and 5 female) each, signs of
systemic toxicity were observed at only the 6.0 and 7.4 g/kg dose levels. These signs
consisted of the following clinical observations: lethargy, ihactivity. ataxia, urine stains,
decreased feces and red material around the nose, chin, mouth and/or forepaws (6.0 and
7.4 g/xg), salivation, no defecation (7.4 g/kg), and death in one female (7.4 g/kg).

The incidence severity and duration of reactions was directly related to dose levels.
Males and fethaies appeared similarly affected. Survivors appeared normal on days 0 to S:
on day 0 (males and Temales at 3.2 and 4.6 g/kg dose levels); on day 3 (females at 6.0 and
7.4 g/kg); on day 4 (males at 6.0 g/kg) and on day 5 (males at 7.4 g/kg). Body weights
increased at 6 days and were considered within normal limits.

One death occurred at the 7.4 g/kg dose level (IF on day 2). A gross necropsy
eonducted on this female revealed: stomach contained clear fluid and postmortem
autolysis was present. A gross necropsy was not performed on the surviving animals per
client request. -

From the data presented (1F/10 at 7.4 g/kg dose level) the LDso of K0316.01 was
determined to be greater than 7.4 g/kg.

I OB jal3/£2

Mic(mel Briggs AS:, Technician Date
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Dale A. Mayhew, Ph.L,, Study Director Date
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Acute Oral Toxicity Study in Alino Rats with K0316.01

Quality Assurance Unit Statement -

Dates of Date(s) Findings Reported to
Inspection(s) - . Management and Study Director
September 20, 1982 September 24, 1982
. December 1, 1982 December 3, 1982

This study was inspected in accordance with the Good Laboratory Practice Regula-
tions, the Standard Operating Procedures of WIL Research Laboratories, Inc. The study
was conducted in compliance with the Good Laboratory Practice regulations, the Standard
Operating Procedures of WIL Research Laboratories and the sponsor's protocol. To the
best of the signatory's knowledge there were no significant deviations from the Good
Laboratory Practice regulations which affected the quality or integrity of the study.
Quality Assuranee findings, derived from the inspection(s) during the conduct of the study
and from the inspection of the final report, are documented and have been made available
to the study director and to the test facility management.

The raw data and a eopy of the final report will be kept in the archives at WIL
Research Laboratories, Inc.

_Tloes ” 2 L& -3 -82
Jacquiyn McChesney, B.AJ Date
Supervisor-Quality Assurance Unit
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Doc. Reqg. No.: CA-STR 141

Acute Oral Toxicity Study in Albino Rats with K0316.01
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TABLE 3

Mortality Indices

Dose Level . Days Died/
and Sex 0 1 2 3 Tested
g/kg
32 M 0 0 0 0 8/5-
32 M [ ] 0 o 0 0/5
46 M 0 ] 0 0 0/5
486 F 0 0 0 ] a/s
6.0 M 0 0 0 0 0/5
§0F 0 0 0 0 0/5
74 M 0 0 0 0 0/5
74 F 0 1 o 1/5
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-

G b A bl ey

BEST COPY AVAILABLE

\

AP




Triage of 8(e) Submissions

Date sent to triage: NON-CAP

Submission number: / 33?714 TSCA Inventory: Y N @

Study type (circle appropriate)
Group 1 - Dick Clements (1 copy total)
ECO AQUATO
Group 2 - Ernie Falke (1 copy total)
SBTOX SEN
Group 3 - Elizabeth Margosches (1 copy each)
STCX CTOX EPI RTOX GTOX

STOX/ONCO CTOX/ONCO IMMUNO CYTO NEUR

Other (FATE, EXPO, MET, etc.):

Notes:

THIS IS THE ORIGINAL 8(e) SUBMISSION; PLEASE REFILE AFTER TRIAGE DATABASE ENTRY

For Contractor Use Only

entire document: @ 1 2 pages_ /[, 2- pages

Notes:

~ Contractor reviewer : :)’u) Date: _ ( I—L“{} 96




ﬁ x._\. OD.Q. tw.# .glp | o saA

,_8!.- giﬁ .888 ..iuﬁ-.u!oiv n.m.

wew VI COVIEVIISEVIEN

. on
B 1 1] . (vveiowaTV | ®D e -Cvemey) Xol SLNOV ens
: . . ) whe vlomTv  um lﬁ Cveav) oL AW i
: : (1 ] 3 MULBEMNCD 98 ”» . (o) o
WMHIO @ T - WVNOMVEOIMINONN 20 ”» Gavvensd) 'XoL &v
N N ) 1 1) . GENEDANCOODNS 8D xm - Cavreanv) ounan
J0NMISNO0NE B0 BN AVEGIMONN N0 N (11 ) Gvendounan e
WVEWWVAVNG U0 @2 R NVAO AR ODNENE =0 1 1] Cvvanv) aVERLIOWEN- (e
e OGvend aisvo  we RN UVFF00 AR 1B (1 1) OGviusd) OLveR 0N - W
(vawviaisvp o0 B 1 1 T . MNOAVNOWooa ez (1 13 . onamdvinn
(ouUAMIQISVD D8 W30 (CwmuoIN0N SO IV D »e (ouAa M) Vi
O - e C(VLEBGOOV) SDIXENVIVI N w (ONLA W) SVIL TID
...!l-ue...! c.." _tl .!E.Bﬂltilll_ L% : tate
" , -




ProctereGamble
Attachment I

Public Display Copy

Sodium alkyl benzene sulfonate | Con-nc‘té\f

Potassium pyrophoséhate' , 1 3 Zﬁ"’ 3 Lt'.j

\&Substitute\d@ ‘ I'd &m&étﬂ*

‘Sodium alkyl benzene sulfonate : LI

- S0bstituted ;kyl amide, - Tl
Sodium salt™ w'\'F.JM“r
Colorant . ’ . ' A, Kf\ow n
Fragrance ‘ ' ‘ t
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Acute oral toxicity is of low concern based on the following mortality and corresponding
doses (mg/kg) in rats: 0/10 (3200, 4600, 6000) and 1/10 (7400). Clinical signs included

lethargy, hypoactivity, and ataxia (26000).




